Background. IDSA guidelines about vertebral osteomyelitis (VO) recommend parenteral antimicrobial therapy (PAT) as the standard treatment for Gram-positive pathogens (GPP). In this setting, a switch to oral antimicrobial therapy (OAT) with excellent bioavailability could be considered. However, among fluoroquinolones, moxifloxacine is not recommended in staphylococcal VO, and among tetracycline, only doxycycline should be considered with rifampin, for brucelar VO. The aim of our study was to review the efficacy and safety of OAT with rifampin associated with moxifloxacin (Rif-Mox) or minocycline (Rif-Mino) in the treatment of VO due to GPP.
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Methods. Observational, retrospective study in a Belgian teaching hospital, over 10 years. All charts with a diagnosis of VO were reviewed. Patients with VO who received definite OAT with Rif-Mox or Rif-Mino were included. An episode of VO caused by the same species within 24 months after the initial episode represented a relapse; other situations were considered as recurrences.
Results. Of 655 charts, 75 matched our inclusion criteria. Eleven were rejected: missing data six cases; death before the end of treatment five cases, including one death related to VO. Key data are shown in the figure. Fifty-five and 9 patients received RifMox and Rif-Mino OAT, respectively. The median duration of PAT and OAT were 14 days and 64.5 days, respectively and the global treatment median duration was 89 days. The duration of PAT was essentially driven by the presence of an associated bacteremia or endocarditis, particularly in cases due to Staphylococci. Interestingly, OAT without initial PAT was performed in six cases without failure. The follow-up after end of therapy was ≥2 years. There was no recurrence or relapse in Rif-Mino group. In Rif-Mox group, there was one recurrence occuring 6 months after the end of therapy. Two others recurrences were observed >24 months after the end of therapy and were not notified. No treatment was stopped because of intolerance or significant adverse events.
Conclusion. OAT with Rif-Mox or Rif-Mino was safe, well tolerated and achieved a high level of cure in VO due to GPPs, including cases with spinal hardware infection. ) required for the activity of DNA relaxases enzyme. An assessment of acquisition of resistant genes and a concomitant increase in MIC for patients that failed therapy in the Phase 3 clinical trial (NCT03477422) was conducted.
Methods. MICs were conducted on baseline and post-treatment isolates recovered during treatment period. MICs were determined using CLSI reference methods and MIC changes from baseline were further assessed. Bacterial DNA was extracted by the alkaline lysis method. β-Lactamase (BL) genes were amplified in single PCRs using a panel of primers for detection of most β-lactamase enzymes, including extended-spectrum β-lactamases (ESBLs) (bla TEM , bla SHV , bla CTX-M ), metallo-β-lactamases (MBLs) (bla VIM , bla NDM , bla IMP ), carbapenemases (bla OXA , bla KPC ) and class C cephalosporinases (bla AmpC ).
Results. Nine of 143 [2/74 (2.7%) in CSE; 7/69 (10.1%) in MR (meropenem)] patients had a microbiological failure at the TOC visit. Of these nine patients (all E. coli), a variation in the post-treatment genotypic profile was noted for four patients (44.4%) in the MR group and two of these patients also reported a ≥4-fold increase in post-treatment MIC. Both patients harbored four distinct BL genes (bla TEM + bla SHV + bla CTX-M + bla AmpC ) at baseline, and had acquired two additional genes (bla OXA , bla KPC ), both carbapenemases, as a result of treatment failure (after 6 days and 8 days of IV therapy respectively) with MR. In the first case, MIC increased 16-fold (1 µg/mL to 16 µg/mL for MR and 2 µg/mL to 32 µg/mL for CSE), while in the second case, MIC increased 8-fold (1 µg/ mL to 8 µg/mL) for MR and 32-fold (1 µg/mL to 32 µg/mL) for CSE. No such increase in MIC or acquisition of resistant genes was noted in patients that failed therapy with CSE.
Conclusion. These findings highlight the need for an effective choice of empirical therapy as failed treatments could lead to selection for resistant genes, rendering once susceptible drug non-susceptible. Conclusion. Atypical gastrointestinal manifestations, besides being described by serogroup W, may also be a form of presentation of serogroup B, related to a higher mortality.
Disclosures. Background. This study's aim was to compare pathogen identification (ID) and antimicrobial susceptibility testing (AST) result turnaround times of the Accelerate Pheno™ system (AXDX) against current standard methods (SOC). Secondarily, we assessed whether its implementation for positive blood cultures (PBC) with monomicrobial Gram-negative bacilli could provide theoretical improvement in time to active and optimal antibiotic therapy.
Methods. Over 3 months, Gram-negative PBC from 114 patients, including 29 pediatric patients, were identified for the study. Blood cultures were tested on both the Verigene® and AXDX platforms in tandem after flagging positive on the BACTEC® FX system. Isolates were tested on the Bruker MALDI Biotyper® system for ID and VITEK® 2 system (GN73 cards) for AST. Patient charts were then retrospectively evaluated to calculate time to active and optimal therapy. On comparing time to results (ID and AST) for AXDX with SOC, timing calculations to mimic setup and reporting times for tests and results were included.
Results. From time of blood culture positivity, mean time to ID averaged 36.3 hours for MALDI-TOF MS, 4.5 hours for the Verigene® system and 3.6 hours for AXDX, while the mean time to AST averaged 35.8 hours for the VITEK ® 2 system and 8.9 hours for AXDX. Thirty-nine percent (45/114) of patients were not on active therapy at time of positive blood culture. Of these, 29 were put on active therapy within a mean of 21 hours (range: 9.3 hours to 5.6 days), such that 25% of patients could have been put on active therapy sooner had AXDX AST results been available clinically for action by a physician or stewardship team. Similarly, 34 were put on optimal therapy within a mean of 1.3 days (range: 9.3 hours to 5.6 days). Thus, 30% of patients could have had therapy optimized earlier had AXDX AST results been available.
Conclusion. Overall, the Accelerate Pheno™ system is a reliable new diagnostic modality that has the potential to significantly reduce time to PBC ID and AST results, as well as time to active and optimal therapy, thus aiding in effective antimicrobial stewardship. Prospective studies evaluating the clinical impact of AXDX on patient outcomes are needed and planned.
Disclosures. J. Schneider, Accelerate Diagnostics: Investigator, kits and data management and Research support. Background. Most phenotypic methods routinely employed for the detection of ESBL and AmpC producing Enterobacteriaceae require 18 hours of incubation. Aiming to offer this clinically relevant information in a shorter time, we developed a MALDI-TOF MS-based direct-on-target microdroplet growth assay (DOT-MGA) as a one-step screening and confirmation panel in accordance with the EUCAST guidelines.
Validation of a MALDI-TOF MS-Based Direct-on-Target Microdroplet
Methods. DOT-MGA was performed on 12 clinical Enterobacteriaceae strains displaying resistance against third-generation cephalosporins plus four control strains recommended by EUCAST for detection of ESBL production. Microdroplets (6 µL) containing bacterial suspension and antibiotics (cefpodoxime, cefotaxime, ceftazidime, cefepime with or without clavulanic acid, and/or cloxacillin) in cation-adjusted Mueller-Hinton broth (CA-MHB) were spotted directly onto MBT Biotargets 96 (Bruker Daltonics, Germany). Targets were incubated for 4 hours at 36°C in plastic transport boxes in order to avoid evaporation. Subsequently, culture medium was removed and MALDI-TOF MS of the cells adhered to the target's surface was performed. The minimum inhibitory concentration (MIC) was considered to be the lowest concentration at which the MALDI Biotyper software (Bruker) provided no species identification. ESBL/AmpC production was defined as an 8-fold or greater decrease of
